








































上皮成長因子受容体（epidermal growth factor receptor :
EGFR）のチロシンキナーゼ阻害薬（tyrosine kinase in-
hibitor : TKI）である gefitinibや erlotinibでは，１次治
療における抗がん剤との比較試験から有意に無増悪生存



















































Cell line Incidence Liver weight（g）
Number of metastatic colonies＊
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ヒト小細胞肺がん細胞株 SBC‐３および H１０４８に，レトロウイルスを用いて Dll４‐Fcの遺伝子導入を行
い，強制発現株を作製した。これらの細胞の臓器転移を SCIDマウスモデルで検討した。
＊Values are the mean（minimum-maximum）．
a，c P＜０．０５，b P＜０．００１，


























Cell line Incidence Liver weight（g）＊
Number of metastatic colonies＊
Liver Lung Bone
SBC‐５ ６／６ １．３（１．０‐２．２） ７０（５０‐１３６） ２９（１５‐４８） ６（４‐８）
SBC‐５‐Vector ８／８ １．５（１．２‐２．４） ６６（３２‐１３３） ２６（８‐５４） ４（３‐６）
SBC‐５‐MSP ７／７ １．５（１．３‐１．９） １０７（５９‐１３９）＊＊ ２４（１０‐４７） ５（３‐７）
Cell line Incidence Liver weight（g）＊
Number of metastatic colonies*
Liver Kidney Bone
H１０４８ ６／６ ０．９（０．６‐１．１） ９（５‐１４） ２４（１１‐３０） ３（１‐５）
H１０４８‐Vector ６／６ １．０（０．７‐１．５） ８（２‐１５） ３１（１９‐３６） ５（３‐６）
H１０４８‐MSP ８／８ １．２（０．８‐１．５） ２２（９‐３２）＊＊ ２９（１５‐４３） ３（１‐６）
ヒト小細胞肺がん細胞株 SBC‐５および H１０４８に，レトロウイルスを用いてMSPの遺伝子導入を行
い，強制発現株を作製した。これらの細胞の臓器転移を SCIDマウスモデルで検討した。





































子は，platelet-derived growth factor（PDGF）, fibroblast
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難治性呼吸器疾患の分子病態と治療 ５５
Analysis of molecular pathogenesis of lung cancer metastasis and pulmonary fibrosis for
development of novel therapy
Yasuhiko Nishioka
Department of Respiratory Medicine and Rheumatology, Institute of Health Biosciences, the University of Tokushima Graduate
School of Medicine, Tokushima, Japan
SUMMARY
Respiratory diseases include several intractable diseases such as lung cancer and pulmonary fi-
brosis. Particularly, lung cancer is a leading cause of death among various cancers. The reason
why lung cancer shows poor prognosis could be due to early and multi-organ metastasis. We have
performed the research to explore the mechanisms involved in the metastasis using multi-organ
metastasis model in SCID mice, which enable us to study the organ-specific mechanism of metasta-
sis. On the other hand, idiopathic pulmonary fibrosis（IPF）also shows the prognosis similar to
lung cancer. The molecular pathogenesis in IPF is still unclear. Recent findings show the several
origins of lung fibroblasts. Fibroblasts derived from circulating fibrocytes or epithelial-mesenchymal
transition are thought to play a role in the fibrogenesis in the lungs. To analyze how these cells
contribute to pulmonary fibrosis might lead to develop the novel therapy. Since many clinical tri-
als are now going on worldwide for IPF, the forward and reverse translational research seems to
be crucial to rapidly produce the outcome for patients.
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